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DETAILED ACTION 

Claim 22 has been added. Claims 1-5 and 22 are pending and are under 
consideration in the instant office action. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Specification 

In the previous response, altering the amino acid sequence of H12 from 
HLYQGOQW to HLYQGCQW (amendment filed 1-13-03 and again in the amendment 
filed 5-9-03) was found to be new matter because it was not readily apparent that "0" 
should have been "C" or that "W" should have been "W". In applicants' response filed 
3-15-04, H12 was amended back to HLYOGOQW as originally filed. Table 1 and SEQ 
ID NO:51 are no longer objected to. 

Claim Rejections - 35 USC '112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1 and 22 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. 
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The limitation "specific for HLA restriction" in the preamble of claim 1 does 

not have support in the specification as originally filed. Support cannot be found on pg 
3, lines 3-22, pg 4, line 1-4, pg 5, line 26, through pg 6, line 7; pg 6, lines 16-20, pg 6, 
line 23-pg 7, line 25, pg 8, line 3-6, Fig. 13, or the Examples. 

The limitation of "cloning or amplifying said nucleic acid molecule comprising a 
nucleotide sequence isolated from the HLA restricted CTL and encoding..." in claim 1, 
step c, does not have support in the specification as originally filed. Example 3 teaches 
cloning a and B chains of TCRs found in CTL recovered from mice that had been 
administered peptides (starting on pg 12, line 10; see pg 13, line 1). Claim 1, step c, 
encompasses cloning one molecule that encoding both the a and 3 chain and cloning a 
portion of a TCR that comprises an a/B chain variable region without cloning the a/3 
chain variable region itself. 

Fusing any "recovered TCR receptor encoding nucleic acid molecules together to 
prepare the isolated fused nucleic acid molecule" (claim 1 , step e) does not have 
support in the specification as originally filed. Example 3, pg 13, line 3-6, describe 
making a chimeric molecule similar to those described hereinabove for clone 4, Fig. 1 
and 2, which are limited to four types of chimeric molecules, "two are the dimers 
obtained as a/£ + 3/£ and two are single chain TCR/£ chimeric molecules analogous to 
those in Figure 1 herein" (pg 8, lines 7-9). In determining whether the phrase has 
support, it cannot be determined which is the "recovered" portion in Fig. 1 . Merely 
fusing a/8 chain variable regions "together as broadly encompassed by the phrase 
does not have support in Fig. 1 . 
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Limiting the variable region of the a/p chain to any "functional" variable region 
(claim 22) does not have support in the specification as originally filed. Support cannot 
be found on pg 3, lines 3-22, pg 4, line 1-4, pg 5, line 26, through pg 6, line 7; pg 6, lines 
16-20, pg 6, line 23-pg 7, line 25, pg 8, line 3-6, Fig. 13, or the Examples. It was well 
known in the art at the time of filing that the process of cloning was not limited to 
isolating nucleic sequences encoding variable regions of TCRs specific for the antigen 
of interest. Limiting the CTL to having any "functional" variable chain a/p chain does not 
have support. 

Claims 1-5 remain rejected and new claim 22 is rejected under 35 U.S.C. 1 12, 
second paragraph, as being indefinite for failing to particularly point out and distinctly 
claim the subject matter which applicant regards as the invention. 

The preamble of claim 1 remains indefinite because the phrase "prepare a 

nucleic acid sequence encoding at least one of each of the variable regions of the a and 
p chains" remains indefinite. The claim fails to set forth the structure of the nucleic acid 
sequence prepared by stating it comprises a nucleic acid sequence of an a chain TCR 
and a nucleic acid sequence of a (3 chain TCR. As written, it appears the claim may 
encompass a nucleic acid molecule encoding each of the possible a chains and each of 
the possible p chains. It appears as though applicants are attempting to claim making a 
nucleic acid sequence encoding each of the numerous a chain variable regions of a 
TCR and each of the numerous p chain variable regions of a TCR. It appears as 
though applicants are attempting to limit the a chain and p chain to an a chain and p 
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chain isolated from one particular TCR; however, in reality, the a chain may be from one 
TCR and the p chain may be from another. The method should result in isolating a 
nucleic acid sequence comprising a variable region of a TCR a chain and a variable 
region of a TCR (3 chain. 

Claim 1 , step b, as newly amended is indefinite because "said HLA restricted 
CTL, which contain a nucleic acid molecule comprising a nucleic acid sequence of a 
variable region of the a chain of the TCR and a nucleic acid sequence of a variable 
region of the (3 chain of the TCR" lacks antecedent basis. The previous mention of an 
HLA restricted CTL was not so limited as in step b. It is unclear if the phrase in step b) - 
-"which contain..."- is intended to further limit the HLA restricted CTL produced in step 
a (in which case, the limitation should be in step a), if the phrase is intended to limit the 
TCRs that are "specific for said TAA" in step a (in which case, the limitation should be in 
step a) or if the phrase is intended to limit how the CTL are recovered, it is unclear if 
the phrase "which contain a nucleic acid molecule comprising..." in step b is intended to 
further describe the TCR of step a) as having an a and (3 chain, which does not make 
sense because all TCR have an a and (3 chain, or if the phrase is intended to further 
describe nucleic acid sequences cloned in step c) (i.e. cloning a nucleic acid sequence 
encoding a TCR a chain variable region from the HLA restricted CTL recovered in step 
b; and cloning a nucleic acid sequence encoding a TCR (3 chain variable region from the 
HLA restricted CTL recovered in step b). clarification is required. 

Claim 1 , step c, as newly amended is indefinite as a whole because the wording 
of the step is so confusing and does not clearly set forth what nucleic acid sequences 
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are being cloned or from where the nucleic acid sequences being cloned are isolated. 
In particular, the phrase "said nucleic acid molecule comprising [sic] nucleotide 
sequence isolated from the HLA restricted CTL, and encoding..." in claim 1 , step c, 
lacks antecedent basis in claim 1 , step b, which requires a "nucleic acid molecule 
comprising a nucleic acid sequence of a variable region of... ." The step does not 
clearly set forth cloning an a chain variable region of a TCR and a p chain variable 
region of a TCR on the HLA restricted CTL recovered in step b. It is unclear if appears 
applicants are attempting to further describe the nucleic acid molecule of step b or if 
applicants are attempting to describe the nucleic acid sequences cloned in step c. 

Claim 1, step d, as newly amended is indefinite because it is unclear if both the a 
and (3 chains are recovered. The phrase "said TCR receptor-encoding nucleic acid 
molecules" lacks antecedent basis. Literal support for the phrase "TCR receptor- 
encoding nucleic acid molecules" is required when using "said". In addition, use of 
"TCR" and "receptor" together is redundant because the R in TCR stands for receptor. 
It is unclear if the phrase "recovering said TCR receptor encoding nucleic acid 
molecules" refers to recovering the nucleic acid sequence encoding an entire TCR 
coding region or just the a and p chain variable regions. 

Claim 1 , step e, as newly amended is indefinite because it is unclear whether 
"fusing the recovered TCR receptor-encoding nucleic acid molecules" refers to fusing a 
TCR coding region to another TCR coding region or is limited to fusing a a chain 
variable region to some other TCR coding regions to make a complete a chain, or to 
fusing the nucleic acid sequence encoding the a chain variable region to the nucleic 
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acid sequence encoding the p chain variable region. The phrase "fusion protein, which 
comprises a variable region of the TCR a chain fused to a variable region of the TCR p 
chain" does not make sense because fusing a nucleic acid sequence encoding variable 
region of an a chain TCR with a nucleic acid sequence encoding a variable region of a p 
chain TCR would not result in a functional TCR; an a variable region and a p chain 
variable region in one protein is not part of the invention. It is unclear if the phrase is 
intended to limit the fusion proteins to only the single chain TCR described in the 
specification on pg 8, line 10-11, Fig. 1, £-scTCR and £-CD8-scTCR, or if the phrase 
encompasses any of the single chains that make up the dimer TCRs described on pg 8, 
lines 9-1 1 (£Va, ^-Vp, £-CD8-Va or ^-CD8-Vp described in Fig. 1 ). 

New claim 22 is indefinite. It cannot be determined whether the phrase "wherein 
the variable region of the TCR a chain of step e" is limiting the variable region of the 
TCR a chain of step e to i) only a chain variable regions that function prior to being in 
the fusion protein or ii) a chain variable regions that function while in the fusion protein. 
The phrase regarding the p chain is rejected for the same reason. It is unclear if the 
"function" in claim 22 is limited to the ability to recognize TAA or if the "function" 
encompasses any function. The phrase "the variable region of the TCR" in claim 22 is 
unclear because it is unclear if the phrase refers to the variable region of the TCR in 
step b) or c) or e). it is unclear when the variable region must be functional. It is 
unclear what function the variable region must possess. 
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Claim Rejections - 35 USC ' 103 

The rejection regarding claims 1-5 under 35 U.S.C. 103(a) as being unpatentable 
over Man (1994, J. Immunol., Vol. 153, pages 4458-4467) in view of Cole (April 1995, 
FASEB Journal, Vol, 9, page A801 , abstract 4638) has been withdrawn because the 
combined teachings of Man and Cole did not teach or suggest fusing recovered TCR 
receptor-encoding nucleic acid molecules together to prepare a fused nucleic acid 
molecule comprising a sequence encoding a single-chain TCR comprising a fusion 
protein comprising a variable region of the TCR a chain fused to a variable region of the 
TCR 8 chain as in step e of claim 1. 

Conclusion 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
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the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 



No claim is allowed. 



Inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michael C. Wilson who can normally be reached on 
Monday through Friday from 9:00 am to 5:30 pm at 571-272-0738. 

Questions of a general nature relating to the status of this application should be 
directed to the Group receptionist whose telephone number is (703) 308-1235. 

If attempts to reach the examiner, patent analyst or Group receptionist are 
unsuccessful, the examiner's supervisor, Amy Nelson, can be reached on 571-272- 
0804. 

The official fax number for this Group is (703) 872-9306. 
Michael C. Wilson 



MICHAEL WfiJBW 
PRIMARY EXAMINER 




